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What is claimed is: 

isoWed nucleic acid encoding a human MCH1 receptor 
.utant of such human MCH1 receptor which is 
Ictivatid by MCH or an analog or homolog thereof. 



1 . 



An 
or 



2. 



The nuclei\acid of claim 1, wherein the. nu 
DNA. 



cleic acid is 



The DNA of cl\im 2, wherein the DNA is cDNA. 



The DNA of claim\2, wherein the DNA is genomic DNA. 



5. The nucleic acid of\claim 1 
RNA. 



wherein the nucleic acid is 



d of 



amino 



6 . The nucleic ac^ 
receptor has 
encoded by thefplasmid 

203197) . 



claim 1, wherein the human MCH1 
acid sequence identical to that 
EXJ.HR-TL231 (ATCC Accession No. 



7 The nucleic acid of claiVn 1, wherein the human MCH1 
receptor comprises an amino acid sequence as shown in 
Figure 2 (SEQ ID NO: 2) . 



8 



The nuclei^ acid of claim 1, wherein the mutant human 
MCH1 receptL comprises an amino acid sequence as shown 
in Figure 13\ (SEQ ID NO: 27) . 



The nuclei^ acid of claim 1, wherein the mutant human 
MCH1 receptor comprises an amino acid sequence as shown 
in Figure 14\ (SEQ ID NO: 28) . 



The nucleic acid of claim 1, wherein the mutant human 
MCH1 receptor comprises an amino acid sequence as shown 
in Figure 15 (SE© ID NO: 29) . 




A purif ied/ftuAan MCH1 receptor protein 



A vector\ comprising 



the nucleic acid of claim 1 



The vector \ of claim 12 adapted for expression in a cell 
which comprises the regulatory elements necessary for 
expression bf the nucleic acid in the cell operatively 
linked to the nucleic acid encoding the receptor so as 
to permit expression thereof, wherein the cell is a 
bacterial, amfohibian, yeast, insect or mammalian cell. 



The vector 
baculovirus . 



T 



claim /13, wherein the vector is a 



The vector of claim 12, wherein the vector is a plasmid. 



The plasmid of claim 15 designated pEXJ.HR-TL231 (ATCC 
Accession No. 2031197) . 



A cell comprising the vector of claim 13 . 
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18 . A cell of claim 17, wherein 
cell . 



the cell is a non- mammalian 



19 A cell o\ claim 18, wherein the non-mammalian cell is a 
Xenopus olcyte cell or a Xenopus melanophore cell. 



20. A ce 
cell . 



11 of \:lai m 17 ' wherein the cell is a mammalian 



10 



21 . 



A mammalian cifell of claim 20, wherein the cell is a COS- 
7 cell, a 293\ human embryonic kidney cell, a NIH-3T3 
cell, a LM(tk-\ cell, a mouse Yl cell, or a CHO cell. 



15 



22. An ins 



23 . 



ect cell comprising the vector of claim 13. 



An insect cell of\ claim 22, wherein the insect cell is 
an Sf9 cell, ar/lf21 cell or a Trichoplusia ni 5B-4 



cell . 



20 



24 . 



A membrane preparation isolated from the cell of claim 
17. 



25 



25 . 



A nucleic acid probe comprising at least 15 nucleotides 
which specifically hybridizes with a nucleic acid 
encoding a human MCH1 recWor, wherein the probe has a 
unique sequence corresponding to a sequence present 
within one of the two strands of the nucleic acid 
encoding a human MCH1 receptor present in plasmid 
pEXJ.HR-T231 (ATCC Accessioh No. 203197) . 
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5. A nucleic acid probe comprising at least 15 nucleotides 
which\ specifically hybridizes with a nucleic acid 
encoding a human MCH1 receptor, wherein the probe has a 
unique \ sequence corresponding to a sequence present 
within \a) the nucleic acid sequence shown in Figure 1 
(SEQ ID NO: 1) or (b) the reverse complement thereof. 



The nucleic acid probe of claim 25 or 26, wherein the 
nucleic acid is DMA. 



The nucleic a\cid probe of claim 25 or 26, wherein the 
nucleic acid iis RNA. 



An antisense oligonucleotide having a sequence capable 
of specifically iWbridizing to the RNA of claim 5, so as 
to prevent translation yof the RNA. 



An antisense oligonucleotide having a sequence capable 
of specifically hybridizing to the genomic DNA of claim 
4 . 



An antisense oligonucleotide of claim 2 9 or 30, wherein 
the oligonucleotide comprises chemically modified 
nucleotides or nucleotipe analogues. 



An antibody capable of binding to a human MCH1 receptor 
encoded by the nuclWlc acid of claim 1. 



An agent capable bf cAjH^etitively inhibiting the binding 
of the antibody of cl\ iim 32 to a human MCH1 receptor. 
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An antibody Xt claim 32, wherein the antibody is a 
monoclonal ahtkbody or antisera. 




A pharmaceutical composition comprising (a) an amount of 
the oligonucleotide of claim 2 9 capable of passing 
through a bell membrane and effective to reduce 
expression if a human MCH1 receptor and (b) a 
pharmaceutical^ acceptable carrier capable of passing 
through the cell! membrane. 



A pharmaceutical composition of claim 35, wherein the 
oligonucleotide \ is coupled to a substance which 



inactivates mRNAv 



A pharmaceutical Composition of claim 36, wherein the 
substance which inactivates mRNA is a ribozyme. 



A pharmaceutical cJmpositi/on of claim 35, wherein the 
pharmaceutical^ icW^ble carrier comprises a 
structure which bindjTtcT a human MCH1 receptor on a cell 
capable of being taJcin up by the cells after binding to 
the structure. 



A pharmaceutical composition of claim 35, wherein the 
pharmaceutical ly acceptable carrier is capable of 
binding to a human MCH1 ( receptor which is specific for 
a selected cell type. 



A pharmaceutical composition which comprises an amount 
of the antibody of claim Q2 effective to block binding 
of a ligand to a human MCH1 receptor and a 
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pharma 



ceutica 



IVLy acceptable carri 



er 



41. a transgenic, I no 

human MCH1 reWk^ of claim 1. 



uman^mammal expressing DNA encoding a 



42. A transgenic, 
recombination 
receptor. 



nonnuman mammal comprising a homologous 
knockout of the native human MCH1 



10 



15 



43 . 



A transgenic, nonhuman mammal whose genome comprises 
antisense DNA complementary to the DNA encoding a human 
MCH1 receptor of cAirru^so placed within the genome as 
to be transcribed^ into antisense mRNA which is 
complementary to mfeA encoding the human MCH1 receptor 
and which hybridiUs\ to mRNA encoding the human MCH1 
receptor, thereby r^ieinq its translation. 



20 



25 



30 



44 . 



The transgenic, nonhuman mammal of claim 41 or 42, 
wherein t^e DNA encoding the human MCH1 receptor 



additionally comprises an inducible promoter. 



45. The transgenic 
wherein the 
additionally 
elements . 




nonhuman mammal of claim 41 or 42, 
oding the human MCH1 receptor 
rises tissue specific regulatory 



46. A transgenic, nonhukan mammal of claim 41, 42, or 43, 
wherein the transgenic, nonhuman mammal is a mouse. 

47. A process for id/n^ying a chemical compound which 



specifically binds to a mammalian MCH1 receptor which 
comprises contacting cells comprising DNA encoding, and 
expressing on their cell surface, the mammalian MCH1 
receptor, with tHe compound under conditions suitable 
for binding, and \ detect ing specific binding of the 
chemical compound \ to the mammalian MCH1 receptor, 
wherein the cells d&> not normally express the mammalian 
MCH1 receptor and tne DJJA encoding the mammalian MCH1 
receptor (a) hybridises tb a nucleic acid having the 
defined sequence shcfwjp in Figure 1 (SEQ ID NO: 1) under 
low stringency comdinions or a sequence complementary 
thereto and (b) is further characterized by its ability 
to cause a change \in tfhg^H of a culture of CHO cells 
when a MCH1 ligand is apded to the culture and the CHO 
cells contain the nucleic acid which hybridized to the 
nucleic acid having dfie defined sequence or its 
complement . 



A process for identifying a chemical compound which 
specifically binds to a mammalian MCH1 receptor which 
comprises contacting a membrane preparation from cells 
comprising DNA yencoding, and expressing on their cell 
surface, the mammalian MCH1 receptor, with the compound 
under condition! suitable for binding, and detecting 
specific binding of the chemical compound to the 
mammalian MCH1 receptor, wherein the cells do not 
normally express tl^e mammalian MCH1 receptor and the DNA 
encoding the mamm^Man MCH1 receptor (a) hybridizes to 
a nucleic acid having jme defined sequence shown in 



Figure 1 (SEQ ID ^JO^i) under low stringency conditions 
or a sequence complementary thereto and (b) is further 
characterized by its \ability to cause a change in the pH 
of a culture of CHO cells when a MCH1 ligand is added to 
the culture and the CHO cells contain the nticleic acid 
which hybridized to this nucleic acid having the defined 
sequence or its complement. 
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49. The process of claim 4 7 or 48, wherein the mammalian 
MCH1 receptor is a human MCH1 receptor. 



50. The process \t claim 4 7 or 48, wherein the mammalian 
MCH1 receptor \is a rat MCH1 receptor. 



10 



51. The process of \claim 47 or 48, wherein the mammalian 
MCH1 receptor hVs substantially the same amino acid 
sequence as the \seguence of the human MCH1 receptor 
encoded by plasm\d pEXJ.HR-TL231 (ATCC Accession No. 
203197) . 



if; 



15 



20 



52. The process of claiVn 47 or 48, wherein the mammalian 
MCH1 receptor comprises substantially the same amino 
acid sequence as thi shown in Figure 2 (SEQ ID NO: 2). 

53. The process of claiWV7or 48 • wherein the mammalian 
MCH1 receptor comprises! the amino acid sequence shown in 
Figure 2 (SEQ ID NO: 2)\. 



54. The process of claim 47\or 48, wherein the mammalian 
MCH1 receptor comprises tl\e amino acid sequence shown in 
Figure 13 (SEQ ID NO: 27) 



25 



55. The process of claim 47 o: 
MCH1 receptor comprises the 
Figure 14 (SEQ ID NO: 28) . 



48, wherein the mammalian 
imino acid sequence shown in 



The process, of claim 47 or 48, wherein the mammalian 
MCH1 receptdtr comprises the amino acid sequence shown in 
Figure 15 (SteQ ID NO: 29) . 



The process oE claim 47 or 48, wherein the compound is 
not previously known to bind to a mammalian MCH1 
receptor . 



A c 



ompound identified by the process of claim 57 



A process of cl«\im 47 or 48, wherein the cell is an 
insect cell . 



The process of clay.m 4 7 
mammalian cell . 

r 



or 48, wherein the cell is 



The process of claim 
an origin. 



wherein the cell is nonneuronal 



The process of claim 6 



. wherein the nonneuronal cell is 
a COS-7 cell, 293 hunlan embryonic kidney cell, a CHO 
cell, a NIH-3T3 cell, \ a mouse Yl cell, or a LM(tk-) 
cell . 



A process of claim 60\, wherein the 
compound not previously \known to bind 
MCH1 receptor. 



compound is a 
to a mammalian 
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;4 



A compound identified by the process of claim 63 



A process involving competitive binding for identifying 
a chemical compound which specifically binds to a 
mammalian MCH1 Receptor which comprises contacting cells 
expressing on their cell surface the mammalian MCH1 
receptor, with b&th the chemical compound and a second 
chemical compound! known to bind to the receptor, and 
separately with only the second chemical compound, under 
conditions suitable for binding of both compounds, and 
detecting specific binding of the chemical compound to 
the mammalian MCH1 rteceptor, a decrease in the binding 
of the second chemiqal compound to the mammalian MCH1 
receptor in the presence of the chemical compound 
indicating that the \chemical compound binds to the 
mammalian MCH1 receptor, wherein the cells do not 
normally express the mammalian MCH1 receptor and the DNA 

CHI receptor (a) hybridizes to 
he defined sequence shown in 
ier low stringency conditions 
thereto and (b) is further 



encoding the mammalian 
a nucleic acid having 
Figure 1 (SEQ ID NO: 1) 
or a sequence compleme 
characterized by its ab 



ug 



ta 



1/it^y to cause a change in the pH 



of a culture of CHO cells when a MCH1 ligand is added to 
the culture and the CHO cells contain the nucleic acid 
which hybridized to the nucl\eic acid having the defined 
sequence or its complement . 



A process involving competitive binding for identifying 
a chemical compound which specifically binds to a 
mammalian MCH1 receptor which \ comprises contacting a 
membrane preparation from cells expressing on their cell 
surface the mammalian MCH1 receptor, with both the 
chemical compound and a second ckemical compound known 
to bind to the receptor, and separately with only the 
second chemical compound, under conditions suitable for 
binding of both compounds, and \ detecting specific 



\ 



binding\of the chemical compound to the mammalian MCH1 
receptorV a decrease in the binding of the second 
chemical Compound to the mammalian MCH1 receptor in the 
presence \>f the chemical compound indicating that the 
chemical cbmpound binds to the mammalian MCH1 receptor, 
wherein thi cells do not normally express the mammalian 
MCH1 receptLr and the DNA encoding the mammalian MCH1 
receptor <a\ hybridizes to a nucleic acid having the 
defined sequence sh^wn in Figure 1 (SEQ ID NO: 1) under 
low stringency conditions or a sequence complementary 
thereto and (fc) is further characterized by its ability 
to cause a chlnge in the pH of a culture of CHO cells 
when a MCH1 lAand is added to the culture and the CHO 
cells contain ttie nucleic acid which hybridized to the 
nucleic acid having the defined sequence or its 
compl ement . 



A process of claim J65 or 66, wherein the mammalian MCH1 
receptor is a humfcWail receptor or a mutant of such 
human MCH1 receptL^wh^ is activated by MCH or an 
analog or homolog t^hexeof . 



A process of claim 65 dr 66, wherein the mammalian MCH1 
receptor is a rat MCH1 Weceptor. 



The process of claim 65 \»r 66, wherein the cell is an 
insect cell . 



The process o 
mammalian cell. 



f claim 65 or\66, wherein the cell is a 



The process of claim, 70, whereiV the cell is nonneuronal 
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in origin. 



The prbcess of claim 71, wherein the nonneuronal cell is 
a COS-\ cell, 293 human embryonic kidney cell, a CHO 
cell, A NIH-3T3 cell, a mouse Yl cell, or a LM(tk-) 
cell . 



The process of claim 70, wherein the compound is not 
previously Known to bind to a mammalian MCH1 receptor 



A compound identified by the process of claim 73. 



A method of screening a plurality of chemical compounds 
not known to biAd to a mammalian MCH1 receptor to 
identify a compound which specifically binds to the 
mammalian MCH1 receWor, which comprises 



(a) 



contacting! \cel¥s transfected with and 
expressing wDAfA encoding the mammalian MCH1 
receptor with\the plurality of compounds not 
known to bind\ specif ically to the mammalian 
MCH1 receptor A under conditions permitting 
binding of compounds known to bind the 
mammalian MCH1 receptor; 



(b) 



determining whetheV the binding of a compound 
known to bind to th& mammalian MCH1 receptor is 
reduced in the presence of the compounds within 
the plurality of compounds, relative to the 
binding of the compound in the absence of the 
plurality of compounds; and if so 



(c) 
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seVarately determining the binding to the 
mammalian MCHl receptor of compounds included 
in She plurality of compounds, so as to thereby 
identify the compound which specifically binds 
to the mammalian MCHl receptor. 



10 



76 . 



A method of screening a plurality of chemical compounds 
not known to bVnd to a mammalian MCHl receptor to 
identify a compound which specifically binds to the 
mammalian MCHl reVreptor, which comprises 



15 



(a) 



contacting\ a membrane preparation from cells 
transfected with and expressing DNA encoding 
the mammalian MCHl receptor with the plurality 
of compounds\not known to bind specifically to 
the mammaliaia MCHl receptor under conditions 
permitting bidding of compounds known to bind 
the mammalian WCH1 receptor; 



20 



25 



<b) 



determining whether the binding of a compound 
known to bind |to Vhe^mammalian MCHl receptor is 
reduced in theVp£Isence of the compounds within 
the plurality of \ compounds , relative to the 
binding of the compound in the absence of the 
plurality of compounds; and if so 



30 



(c) 



separately determining the binding to the 
mammalian MCHl receptor of compounds included 
in the plurality of compounds, so as to thereby 
identify the compound Which specifically binds 
to the mammalian MCHl receptor. 



77 . 
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A method\of claim 75 or 76, wherein the mammalian MCHl 
receptor \s a human MCHl receptor or a mutant of such 
human MCh\ receptor which is activated by MCH or an 
analog or komolog thereof. 



78. A method of Vlaim 75 or 76, wherein the mammalian MCHl 
receptor is a\ rat MCHl receptor. 



10 



thod of claim 75 or 76, wherein the cell i 



79. A me 

mammalian cell . 



80. A method of claim W wherein the mammalian cell is non- 
neuronal in origin\ 



15 



81 . 



The method of claiirA\, wherein the non-neuronal cell is 



a COS-7 cell, a 
LM(tk-) cell, a CHdcJ 

cell . 



human embryonic kidney cell, a 
a mouse Yl cell, or an NIH-3T3 



20 



25 



82 . 



A method of detecting! expression of a mammalian MCHl 
receptor by detecting the presence of mRNA coding for 
the mammalian MCHl receptor which comprises obtaining 
total mRNA from the cAl and contacting the mRNA so 
obtained with the nucleic acid probe of any of claims 
25, 26, 27, or 28 uhder hybridizing conditions, 
detecting the presence of ynRNA hybridizing to the probe, 
and thereby detecting thd expression of the mammalian 
MCHl receptor by the cell.' 



30 




83. A method of detecting the presence of a mammalian MCHl 
receptor on th/ feurf^ce of a cell which comprises 



contacting the c\ll with the antibody of claim 32 under 

C Hons De rmiW±T*3 binding of the antibody to the 
conditions peraiy:^' ^ , 

i-n-r detecAg the presence of the antiboay bound 
receptor, aeteauiyy x- 

to the cell, aid JtocW detecting the presence of the 
mammalian HOU^r on the surface of the cell. 



A method \of determining the physiological effect. , of 
varying leWls of activity of human MCH1 receptors which 
comprises ^reducing a transgenic, nonhuman mammal of 
claim 44 wAose levels of human MCH1 receptor activity 
are varied! by use of an inducible promoter which 
regulates human MCH1 receptor expression. 



A method of ^determining the physiological °* 
varying level! of activity of human MCH1 receptors which 
comprises producing a panel of transgenic, nonhuman 
mammals of claim 44, each expressing a different amount 
of human MCH1 Receptor- 



A method for 
alleviating an 



fcntifying an antagonist capable of 
VrmaHty, wherein the abnormality is 
ing the activity of a human MCH1 



alleviated by Vie' _ 

receptor comprising administering a compound to the 
transgenic. nonhuAan mammal of claim 41, 44, 45, or 46, 
and determining Ahether the compound alleviates the 
physical and behavkoral abnormalities displayed by the 
transgenic, nonhuJh mammal as a result of overactivity 
of a human MCH1 Veceptor, the alleviation of the 
abnormality identifying the compound as an antagonist. 



An antagonist identified by the method of claim 86. 
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an antagonist of 



v,„™4,ceutical composition comprising 
*JZTZ* . ph.x-c~tic.Hy acceptabXe «n«. 

„ V treating an abnormality in a subject wherein 
* "TorllitV is deviated by decreasing the activity 
rVCi receptor which comprises administering 
of a hu ^" ff 1 ^ e ^ective amount of the pharmaceutic.! 
to the subnett an effec trea ting the 

composition \ of 8B ' the 

abnormality. 

, hod £o \ identifying an agonist capable of 
A method ror\ su biect wherein the 

,„., nn an \ abnormality m a sud^^-l 

^ Llity is deviated by increasing the activity of 
abnormality is # corapris ing administering a 

3 ^ JThe transgenic, nonhuman mammal of claim 4! 
compound to the r determining whether the compound 

" ' the'pXsical and behavioral abnormalities 

deviates J^^*^. no „ — 1. 

displayed by ^\ identi fying the compound 

alleviation or tnj: ^ 

as an agonist. 



An agom 



Lst identified\by the method of claim 90. 



A pharmaceutical ^^^^LT ^ 
claim 91 and a pharmace^t^^y acceptabi 

w * f treating an alLrmality in a subject wherein 
A method of treating an * ^-reasinq the 

the abnormality is alleviated by ia « e ""* 

• „ of a human MChV receptor which comprises 
activity of a f effe ctive amount of the 

administering to the sub^ ^ 
pharmaceutical composition claim 
the abnormality. 



m ethod for diagnosing a predisposition to a disorder 
sociaked with the activity of a specific mammalaan 
lele whi ch comprises: 



(a) obtaining DNA o 
disorder; 



f subjects suffering from the 



(b) 



performing a restri 
a panfel of restriction enzymes; 



ction digest of the DNA with 



(c) 



electrophoretically separating the resulting 
DNA fragments on a sizing gel ; 



(d) 



contacting the resulting gel with a nucleic 
acid probi\ capable of specifically hybridizing 
with a unVque sequence included within the 

sequence 
human M< 

detectable n^r^cer; 



nucleic acid molecule encoding a 
ecept^or and labeled with a 



17 



(e) 



detecting labeled bands which have hybridized 
to the DNA encoding a human MCH1 receptor of 
claim 1 labeled with a detectable marker to 
create a uniguA band pattern specific to the 
DNA of subjects \suffering from the disorder; 



( f ) preparing 

.<a) - (e) ; and 



DNA obtained for diagnosis by steps 



(g) comparing the unigui 



band pattern specific to 
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che dV of sublet, sufferin 9 f r« rh. disorder 

r °*W ,e) ^ ° btal h E her 

V - x WTn or cd (f) to determine whether 
diagnoias from step n; «- 

Che patterns are the sa.e or different and to 
d L g L\ thereby predisposition to the disorder 
if the patterns are the same. 



The method of c. 
with the activity 
diagnosed. 



94 , wherein a 



disorder associated 



f a specific mammalian allele i 



A method of preparing 
of claim 11 which comprises: 



the purified human MCH1 receptor 



(a) inducing\cells to express the human MCHl 
receptor ; 



(b) 



recovering t\e human MCH1 receptor from the 



induced cells \and 



(c) purifying thj 



hunv 



ax MCHl receptor so recovered. 



th< 



A method of preparing 
of claim 11 which comprises: 



ed human MCHl receptor 



< a , inserting nucleic acid Weeding the human MCHl 
receptor in a suitable \ector; 



(b) introducing the resulting v 
host cell\* 



ector in a suitable 



(c) placing 



resulting cell in suitable 
condition permitting the production of the 
isolated humkn MCH1 receptor; 



(d) recovering 
the result i 



'he 
ig o 



luman MCH1 receptor produced by 
11; and 



( e ) pur i f ying 



the human MCH1 receptor so recovered 



A process for determining whether a chemical compound xs 
a mamllian MCH1 receptor agonist which comprises 
contacting cells transfected with and expressing DNA 
encodingW mammalian MCH1 receptor with the compound 
under conditions permitting the activation of the 
m ammalian\MCHl receptor, and detecting an increase xn 
m ammalian W receptor activity, so as to ther^r 
determine whether the compound is a mammalxan MCH1 
receptor agonist . 




A process f J dAer^ning whether a chemical compound xs 
a mammalian Ucfef receptor antagonist which comprises 
contacting cell\ transfected with and expressing DNA 
encoding the manlalian MCH1 receptor with the compound 
in the presence \of a known mammalian MCH1 receptor 
agonist, under conditions permitting the activatxon of 
the mammalian MCH1 Veceptor, and detecting a decrease xn 
m ammalian MCH1 recWor activity, so as to thereby 
determine whether ^e compound is a mammalxan MCH1 
receptor antagonist. 



A procesl of claim 98 or 99, wherein the mammalian 
MCH1 receptor is a human MCH1 receptor or a mutant 
of such hWan MCH1 receptor which is activated by 
MCH or an \analog or homolog thereof . 



A process d£ claim 98 or 99, wherein the mammalian 
MCH1 receptdr is a rat MCH1 receptor. 



A pharmaceutical composition which comprises an 
amount of a\ mammalian MCH1 receptor agonist 
determined by the process of claim 98 effective to 
increase activity of a mammalian MCH1 receptor and 
a pharmaceutical^ acceptable carrier. 



A pharmaceutical ^composition .of claim 102, wherein 
the mammalian MCH1 receptor agonist is not 
previously known. 



A pharmaceutical /cbmposition- which comprises an 
amount of a matUalYan Me6l receptor antagonist 
determined by thfe P^bere^s of claim 99 effective to 
reduce activity of a mammalian MCH1 receptor and a 
pharmaceutical^ acceptable carrier. 



A pharmaceutical composition of claim 104, wherein 
the mammalian MCH1 receptor antagonist is not 
previously known. 



A process for determining whether a chemical 
compound specifically binds to and activates a 
mammalian MCH1 receptor, 'which comprises contacting 



cells producing a second messenger response and 
expressing on their cell surface the mammalian MCH1 
receptorA wherein such cells do not normally express 
the mammklian MCH1 receptor, with the chemical 
compound Aider conditions suitable for activation of 
the mammalian MCH1 receptor, and measuring the 
second messenger response in the presence and in the 
absence of \the chemical compound, a change in the 
second messenger response in the presence of the 
chemical coLound indicating that the compound 
activates thi mammalian MCH1 receptor. 



The process it claim 106, wherein the second 
messenger reslonse comprises chloride channel 
activation and the change in second messenger is an 
increase in the\level of inward chloride current. 



A process for \determining whether a chemical 
compound specifically binds to and inhibits 
activation of / knmalian MCH1 receptor, which 
comprises separAte^l contacting cells producing a 
second messenger rWspoj^ and expressing on their 
cell surface the 7 mSmWlian MCH1 receptor, wherein 
such cells do not formally express the mammalian 
MCH1 receptor, with\both the chemical cotnpound and 
a second chemical compound known to activate the 
mammalian MCH1 receptor, and with only the second 
chemical compound, ukder conditions suitable for 
activation of the mkmmalian MCH1 receptor, and 
measuring the second! messenger response in the 



presence of only the sicond chemical compound and in 
the presence of both ihe second chemical compound 
and the chemical compoind, a smaller change in the 



second messenger response in the presence of both 
the chemical compound \ and the second chemical 
compound than in the presence of only the second 



chemical compound indicating that the chemical 
compound inhibits activation of the mammalian MCH1 
recept* 



The process of claim 108, wherein the second 
messenger \ response comprises chloride channel 
activation\ and the change in second messenger 
response is a smaller increase in the level of 
inward chloride current in the presence of both the 
chemical compound and the second chemical compound 
than in the presence of only the second chemical 
compound . \ 



\ 

\ 



A process of any of claims 106, 107, 108, or 109, 
wherein the mammalian MCH1 receptor is a human MCH1 
receptor or a mutant of such human MCH1 receptor 
which is activated by MCH or an analog or homolog 
thereof . 




A process of any of^cl^fms 106, 107, 108, or 109, 
wherein the mammalaan MCH1 receptor is a rat MCH1 
receptor . 



The process of any of claims 106, 107, 108, 109, or 
110, wherein the cell is an insect cell. 



The process of any of claims 106, 107, 108, 109, or 
110, wherein the cell is a mammalian cell. 



The process of claim 113, wherein the mammalian cell 
is nonneuronal in origin. 



The\ process of claim 114, wherein the nonneuronal 
cell\is a COS-7 cell, CHO cell, 293 human embryonic 
kidney cell, NIH-3T3 cell or LM(tk-) cell. 



The process of claim 106, 107, 108, or 109, wherein 
the compound is not previously known to bind to a 
mammalian MCH1 receptor. 



A compound! determined by the process of claim 116. 



A pharmaceutical composition which comprises an 
amount of a mammalian MCH1 receptor agonist 
determined by; the process of claim 106 or 107 
effective to increase activity of a mammalian MCH1 
receptor and a 'pharmaceutical^ acceptable carrier. 



A pharmaceutical 
the mammal ian^ 
previously known 




ion of claim 118, wherein 
receptor agonist is not 



A pharmaceutical composition which comprises an 
amount of a mammalian MCH1 receptor antagonist 
determined by the process of claim 108 or 109 
effective to reduce activity of a mammalian MCH1 
receptor and a pharmaceutically acceptable carrier. 

\ 

A pharmaceutical composition of claim 12 0, wherein 
the mammalian MCH1 receptor antagonist is not 
previously known. 

\ 

\ 

i 

\ 
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A \nethod of screening a plurality of chemical 
compounds not known to activate a mammalian MCH1 
receptor to identify a compound which activates the 
mammalian MCH1 receptor which comprises: 

\ 

(a) contacting cells transfected with and 
expressing the mammalian MCH1 receptor with the 
plurality of compounds not known to activate 
the mammalian MCH1 receptor, under conditions 
permitting activation of the mammalian MCH1 
receptor; 



(b) determining whether the activity of the 
mammalian MCH1 receptor is increased in the 
^5 presence of the compounds; and if so 



let 



<c) separately (determining whether the activation 
of the majrfmalian MCH1 receptor is increased by 
each compound included in the plurality of 
compounds, so as to thereby identify the 
compound which activates the mammalian MCH1 
receptor . 



123. A method of claim 122, wherein the. mammalian MCH1 
receptor is a human MCH1 receptor or a mutant of 
such human MCH1 receptor which is activated by MCH 
or an analog or homolog thereof. 



124. 

30 



A method of claim 122, wherein the mammalian MCH1 
receptor is a rat MCH1 receptor. 



A method of screening a plurality of chemical 
compounds not known to inhibit the activation of a 
mammalian MCHl receptor to identify a compound which 
inhibitf the activation of the mammalian MCHl 
recepton, which comprises: 




(a) contacting cells transfected with and 
expressing the mammalian MCHl receptor with the 
plurality of compounds in the presence of a 
known mammalian MCHl receptor agonist, under 
conditions permitting activation of the 
mammalian MCHl receptor; 

\ 
\ 

\ 

\ 

(b) determining whether the activation of the 
mammalian MCHl receptor is reduced in the 
presence of the plurality of compounds, 
relative tolthe activation of the mammalian 
MCHl receptx>r\in the/absence of the plurality 
of compounds ; \hx*& if so 



(c) separately determining the inhibition of 
activation of the mammalian MCHl receptor for 
each compound included in the plurality of 
compounds, so ks to thereby identify the 
compound which inhibits the activation of the 
mammalian MCHl receptor. 



A method of claim 125, wherein the mammalian MCHl 
receptor is a human MCHl receptor or a mutant of 
such human MCHl receptor \ which is activated by MCH 
or an analog or homolog thereof. 



A method of claim 125, wherein the mammalian MCH1 
receAtor is a rat MCH1 receptor. 



A method of any of claims 123, 124, 125, 126, or 
127 wherein the cell is a mammalian cell. 



A method of claim 128, wherein the mammalian cell is 
non-neuronkl- in origin. 



The method of claim 12 9, wherein the non-neuronal 
cell is a COS- 7 cell, a 293 human embryonic kidney 
cell, a LM(tA-) cell or an NIH-3T3 cell. 



A pharmaceutical composition comprising a compound 
identified by \ the method of claim 123 or 124 
effective to ^increase mammalian MCH1 receptor 
activity and a pharmaceutically acceptable carrier. 



A pharinaceuticaV^omposition comprising a compound 
identified by the method of claim 125 or 126 
effective to decrease mammalian MCH1 receptor 
activity and a pharmaceutically acceptable carrier. 



\ 

A method of treating an abnormality in a subject 
wherein the abnormality is alleviated by increasing 
the activity of a mammalian MCH1 receptor which 
comprises administering to the subject an amount of 



a compound which is \ a mammalian MCH1 receptor 
agonist effective to t^eat the abnormality. 



A method of claim 133, wherein the abnormality is a 
regulation of a steroid or pituitary hormone 
disorder, an epinephrine release disorder, a 
gastrointestinal disorder, a cardiovascular 
disorder, an electrolyte balance disorder, 
hypertension, diabetes, a respiratory disorder, 
asthma, \ a reproductive function disorder, an immune 
disorder, an endocrine disorder, a musculoskeletal 
disorder! a neuroendocrine disorder, a cognitive 
disorderA a memory disorder, a sensory modulation 
and transmission disorder, a motor coordination 
disorder, W sensory integration disorder, a motor 
integration disorder, a dopaminergic function 
disorder, a sensory transmission disorder, an 
olfaction disorder, a sympathetic innervation 
disorder, pain, psychotic behavior, morphine 
tolerance, opiate addiction, an affective disorder, 
a stress-related disorder, a fluid-balance disorder 
a seizure disorder, or migraine. 



A method of t/rea^ing^n abnormality in a subject 
wherein the abnorm^Jrfty is alleviated by decreasing 
the activity W \a mammalian MCH1 receptor which 
comprises administering to the subject an amount of 
a compound which\ is a mammalian MCH1 receptor 
antagonist effective to treat the abnormality. 

\ " 
\ 

\ 

A method of claim 135, wherein the abnormality is a 
regulation of a steroid or pituitary hormone 
disorder, an epinephrine release disorder, a 
gastrointestinal disorder, a cardiovascular 
disorder, an electrolyte balance disorder, 
hypertension, diabetes, a respiratory disorder, 
asthma, a reproductive function disorder, an immune 
disorder, an endocrine disorder, a musculoskeletal 
disorder, a neuroendocrine disorder, a cognitive 



disorder, a memory disorder, a sensory modulation 
an<A transmission disorder, a motor coordination 
disorder, a sensory integration disorder, a motor 
integration disorder, a " dopaminergic function 
disorder, a sensory transmission disorder, an 
olfaction disorder, a sympathetic innervation 
di sorder , pain , psychotic behavior , morphine 
tolerance, opiate addiction, an affective disorder, 
a stressV related disorder, a fluid-balance disorder, 
a seizure disorder, or migraine. 



A process for making a composition of matter which 
specifically binds to a mammalian MCH1 receptor 
which comprises identifying a chemical compound 
using the process of any of claims 47, 48, 65, 66, 
75, or 76 end then synthesizing the chemical 
compound or a novel structural and functional analog 
or homolog theVeof. 



A process for 
specifically 



mMking a/composition of matter which 



bi ndg ^to a mammalian MCH1 receptor 
which comprises \ identifying a chemical compound 
using the process! of any of claims 98, 106, or 122 
and then synthesizing the chemical compound or a 
novel structural ^nd functional analog or homolog 
thereof . 



A process for making* a composition of matter which 
specifically binds io a mammalian MCH1 receptor 
which comprises identifying a chemical compound 
using the process of any of claims 99, 108, or 125 
and then synthesizing \ the chemical compound or a 
novel structural and functional analog or homolog 
thereof . 



ThA process of any of claims 137, 138. or 139, 
wheVein the mammalian MCH1 receptor is a human MCH1 
recXtor or a mutant of such human MCH1 receptor 
whictt is activated by MCH or an analog or homolog 
thereof . 



The process of any of claims 137, 138, or 139, 
wherein We mammalian MCH1 receptor is a human MCH1 



receptor 



A process! for preparing a composition which 
comprises \dmixing a pharmaceutically acceptable 
carrier and\a therapeutically effective amount of a 
chemical compound identified by the process of any 
of claims 4\. 48, 65, 66, 75, or 76 or a novel 
structural anfc functional analog or homolog thereof. 



fo! 



A process 
comprises a ami; 
carrier and a 
chemical compoun' 
of claims 98, 10 



preparing a composition which 
pharmaceutically acceptable 
erapeutically effective amount of a 
identified by the process of any 
or 122 or a novel structural and 



functional analog\ or homolog thereof. 



A process for preparing a composition which 
comprises admixing! a pharmaceutically acceptable 
carrier and a therapeutically effective amount of a 
chemical compound identified by the process of any 
of claims 99, 108, ol 125 or a novel structural and 
functional analog or \homolog thereof. 



ss of any o£ claims 142, 143, or 144, 
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wherein the mammalian MCH1 receptor is a human MCH1 
receptor or a mutant of such human MCH1 receptor 
whi oh is ac t i va ted by MCH or an ana 1 og or homol og 
thereof . 



146. The process of any of claims 142, 143, or 144, 



wherein\ the mammalian MCH1 receptor is a rat MCH1 



receptor^. 



\ 



10 147. A process for determining whether a chemical 

compound is a human MCH1 receptor antagonist which 
comprises contacting cells transf ected with and 
expressing DNA encoding the human MCH1 receptor with 
the compound in the presence of a known human MCH1 
15 receptor agonist, under conditions permitting the 

activation of the human MCH1 receptor, and detecting 
a decrease in human MCH1 receptor activity, so as to 
thereby determine whether the compound is a human 
MCH1 receptor y^itagonist, wherein the DNA encoding 
20 the human MCHl/ repept03?^comprises the sequence shown 

in Figure 1 (Seq^H) No. 1) or contained in plasmid 
pEXJ.HR-TL231 {^TCC Accession No. 203197) , the known 
human MCHl receptor agonist is MCH or a homolog or 
analog of MCH, and the cells do not express the MCHl 
25 receptor prior to transfecting them. 



148. A process for determining whether a chemical 
compound specifically binds to and inhibits 
activation of a human MCHl receptor, which comprises 
30 separately contacting cells expressing on their cell 

surface the human MCHl receptor and producing a 
second messenger response upon activation of the 
human MCHl receptor, wherein such cells do not 
normally express the human MCHl receptor and the DNA 



encoding the human MCK1 receptor comprises the 
sequence shown in Figure 1 (Seq. ID No . 1) or 
contained in plasmid pEXJ . KR-TL23 1 (ATCC Accession 
No. ^£03197), with both the chemical compound and a 
Seconal chemical compound known to activate the human 
MCH1 teceptor, and with only the second chemical 
compound, under conditions suitable for activation 
of the human MCH1 receptor, and measuring the second 
messenger response in the presence of only the 
second chemical compound and in the presence of both 
the second chemical compound and the chemical 
compound, a smaller change in the second messenger 
response in the presence of both the chemical 
compound and the second chemical compound than in 
the presence of only the second chemical compound 
indicating that the chemical compound inhibits 
activation of the human MCH1 receptor, wherein the 
second chemical compound is MCH or a homolog or 
analog of MCH. 




The process 



of^^pJaim 14 8, wherein the second 
messenger response comprises chloride channel 
activation and the change in second messenger 
response is a smaller increase in the level of 
inward chloride current in the presence of both the 
chemical compound and the second chemical compound 
than in the presence of only the second chemical 
compound . 



A method of screening a plurality of chemical 
compounds not known to inhibit the activation of a 
human MCH1 receptor to identify a compound which 
inhibits the activation of the human MCH1 receptor, 
which comprises: 



(a) contacting cells transfected with and 
expressing the human MCH1 receptor, wherein 
such\ cells do not normally express the human 
MCH1 \receptor and the DNA encoding the human 
MCH1 Aeceptor comprises the sequence shown in 
Figure\ 1 (Seq. ID No. 1) or contained in 
plasmid\ pEXJ . HR-TL23 1 (ATCC Accession No. 
203197) \ with the plurality of compounds in the 
presence\ of a known human MCH1 receptor 
agonist, under conditions permitting activation 
of the hu\nan MCH1 receptor, wherein the known 
MCH1 receptor agonist is MCH or a homolog or 
analog of MCH; 

\ 

\ 

(b) determining Whether the activation of the human 
MCH1 receptor is reduced in the presence of the 
plurality o^ compounds, relative to the 
activation of the human MCH1 receptor in the 
absence of tbL plurality of compounds; and if 
so 




\ 

(c) separately determining the extent of inhibition 
of activation o\f the human MCH1 receptor for 
each compound included in the plurality of 
compounds , so as to thereby identify the 
> compound which iilhibits the activation of the 
human MCH1 receptor. 



The process of any of ^ claims 147, 148 or 150, 
wherein the cell is an insect cell. 



The process of any of dlaims 147, 148 or 150, 
wherein the cell is a mammalian cell . 



\ 
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The Vrocess of any of claims 147, 148 or 150, 
wherein the cell is a mammalian cell which is 



nonneuronal in origin 



The process of any of claims 147, 148 or 150, 
wherein tL cell is a COS-7 cell, a CHO cell, a 293 
human embryonic kidney cell, a NIH-3T3 cell, a mouse 
Yl cell, or, a LM(tk-) cell. 



A process for making a composition of matter which 
specifically toinds to a human MCHl receptor which 
comprises identifying a chemical compound which 
specifically binds to the human MCHl receptor and 
15 then synthesizing the chemical compound or a 

structural and functional analog or homolog thereof, 
wherein the chemical compound is identified as 
binding to the human MCHl receptor by a process 
involving competitive binding which comprises 
contacting cells' Stressing on their cell surface 
the human MCHl \r£&£&dr, with both the chemical 
compound and a second chemical compound known to 
bind to the receptor, and separately with only the 
second chemical compound, under conditions suitable 
for binding of both\ compounds , and detecting the 
extent of specific binding of the chemical compound 
to the human MCHl ieceptor, a decrease in the 
binding of the second chemical compound to the human 
MCHl receptor in the\ presence of the chemical 
compound indicating that the chemical compound binds 
to the human MCHl receptW, wherein the cells do not 



35 



normally express the hunian MCHl receptor, the human 
MCHl receptor is encoded Iby nucleic acid comprising 
the sequence shown in FiWure 1 (Seq. ID No. 1) or 
contained in plasmid pEX4-HR-TL231 (ATCC Accession 



\ 
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No. ^03197) , and the second chemical compound is MCH 
or a\homolog or analog of MCK. 



A process for making a composition of matter which 
specifically binds to a human MCH1 receptor which 
comprises identifying a chemical compound which 
specifically binds to the human MCH1 receptor and 
then synthesizing the chemical compound or a 
structural\ and functional analog or homolog thereof, 
wherein the chemical compound is identified as 
binding to \ the human MCH1 receptor by a process 
involving competitive binding which comprises 
contacting a membrane preparation from cells 
expressing on their cell surface the human MCH1 
receptor, with both the chemical compound and a 
second chemical compound known to bind to the 
receptor, and separately with only the second 
chemical compound, under conditions suitable for 
binding of both , compounds , and detecting the extent 
of specific binding of the chemical compound to the 
human MCH1 receiptor, a decrease in the binding of 
the second ch^mitral compound to the human MCH1 




receptor in thisypf^sence of the chemical compound 
indicating that the chemical compound binds to the 
human MCHl receptor, wherein the cells do not 
normally express the human MCH1 receptor, the human 
MCH1 receptor is encoded by nucleic acid comprising 
the sequence shown in Figure 1 (Seq. ID No, 1) or 
contained in plasmid pEX J . HR - TL2 3 1 (ATCC Accession 
No. 203197) , and the second chemical compound is MCH 
or a homolog or analog of MCH. 



A process for making a composition of matter which 
is a human MCHl receptor antagonist which comprises 
identifying a chemical compound which is a human 
MCHl receptor antagonist and then synthesizing the 
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, comp ound or a structural and functiona 

X or homolog thereof, wherein the chemical 
"Xnd - Identified as a human MCH1 receptor 
C T Inist by a process which comprises contacting 

^Ttransfected with and expressing DNA encoding 
cellsUransfec ^ ^ ^ 

the human MCH1 recep reC eptor agonist. 

L of a known human MCH1 receptor y 
presen&e ot a act ivation of the 

Conditions permitting the activati 
under flpnaiw *- , fe _ tinq a decrease m 

-receptor, ana detecting 
human MCH1 recept thereby 

M L H1 receptor activity, so as 
human MffHl recepu huma n MCH1 

d eter m inT whether the compound J a h 
receptor Antagonist wherein the c 

, 11v plnress the human MCH1 recepuu 
" i i S encoded by nucleic acid comprising 

MCH1 recepior is enco I Qr 

.v. seauende shovm in Figure 1 <s«j. 

ZtlZl t plasmid pEXJ .HR-TL231 (ATCC Accession 
r 2 03 197) \ and the known human MCHX receptor 
"omit is Uh or a homdog or ana>og o £ MCH. 



. Droce ss tot W>*ing> composition of matter which 
Really lits^Tand inhibits the activation or 



specifically V^-ht^ • -irf^ntifving a 

\. „ wrHi WSeptor which comprises identifying 

\ cal Tompold which specifically binds to and 

binding to an DroceS s which comprises 

human MCH1 receptor by a proces 

separately "-""A^^ 1 ^^ • 

SUrla r me^ri™ upl activation of the 

T receptoi wherein such cells do not 

human MCH1 re=ep A ^ the 

normally express tn > d b nucleic acid 

ta -™r:3 sl - figure X .seg. X» 
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Accession No. 203197), with both the chemical 
compound and a second chemical compound known to 
activate the human MCH1 receptor, and with only the 
second chemical compound, under conditions suitable 
for activation of the human MCH1 receptor, and 
measuring the second messenger response in the 
presence of only the second chemical compound and in 
the presence of both the second chemical compound 
and the irhemical compound, a smaller change in the 
second messenger response in the presence of both 
the chemical compound and the second chemical 
compound than in the presence of only the second 
chemical compound indicating that the chemical 
compound inhibits activation of the human MCH1 
receptor, wherein the second chemical compound is 
MCH or a homolog or analog of MCH. 



The process of claim 158, wherein the second 
messenger response comprises chloride channel 
activation ^ n Qv the change in second messenger 
response is a lysma^i^r increase in the level of 
inward chl oride--<rurrent in the presence of both the 
chemical compound and the second chemical compound 
than in the presence of only the second chemical 
compound . 



A process for preparing a composition which 
comprises identifying a chemical compound which 
specifically binds to a human MCH1 receptor, and 
then admixing a carrier and the chemical compound or 
a structural and t functional analog or homolog 
thereof, wherein the chemical compound is identified 
as binding to the human MCH1 receptor by a process 
involving competitive binding which comprises 
contacting cells expressing on their cell surface 
the human MCH1 receptor, with both the chemical 



compound and a second chemical compound known to 
bind\to the receptor, and separately with only the 
second chemical compound, under conditions suitable 
for binding of both compounds, and detecting the 
extent\of specific binding of the chemical compound 
to the\ human MCHl receptor, a decrease in the 
binding \of the second chemical compound to the human 
MCHl receptor in the presence of the chemical 
compound Vindicating that the chemical compound binds 
to the human MCHl receptor, wherein the cells do not 
normally express the human MCHl receptor, the human 
MCHl receptor is encoded by nucleic acid comprising 
the sequence shown in Figure 1 (Seq. ID No. 1) or 
contained iA plasmid pEXJ.HR-TL231 (ATCC Accession 
No. 2 03197) , land the second chemical compound is MCH 
or a homolog \or analog of MCH. 



A process for preparing a composition which 
comprises identifying a chemical compound which 
specifically bi^ds to a- human MCHl receptor, and 
then admixing a fckrj^r and the chemical compound or 
a structural V/Snd functional analog or homolog 
thereof, wherein the chemical compound is identified 
as binding to thi. human MCHl receptor by a process 
involving competitive binding which comprises 
contacting a membrane preparation from cells 
expressing on their cell surface the human MCHl 
receptor, with botVi the chemical compound and a 
second chemical compound known to bind to the 
receptor, and separately with only the second 
chemical compound, lender conditions suitable for 
binding of both compounds, and detecting the extent 
of specific binding of the chemical compound to the 
human MCHl receptor, ^a decrease in the binding of 
the second chemical ^ompound to the human MCHl 
receptor in the presence of the chemical compound 
indicating that the chlmical compound binds to the 
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huma^ MCK1 receptor, wherein the cells do not 
normally express the human MCH1 receptor, the human 
MCH1 receptor is encoded by nucleic acid comprising 
the sequence shown in Figure 1 (Seq. ID No . 1) or 
contained in plasmid pEX J . HR - TL2 3 1 (ATCC Accession 
No. 203197), and the second chemical compound is MCH 
or a homolog or analog of MCH. 



A process \ for preparing a composition which 
comprises identifying a chemical compound which is 
a human MCH1, receptor antagonist, and then admixing 
a carrier and the chemical compound or a structural 
and functional analog or homolog thereof, wherein 
the chemical compound is identified as a human MCH1 
receptor antagonist by a process which comprises 
contacting cells transfected with and expressing DNA 
encoding the human MCH1 receptor with the compound 
in the presence of a known human MCH1 receptor 
agonist, under ^po^ditions permitting the activation 



of the human MOH1 irecep^dr, and detecting a decrease 
in human MCH1 /reG^pfc^Dr activity, so as to thereby 
determine whether the compound is a human MCH1 
receptor antagonist, wherein the cells do not 
normally express the human MCH1 receptor, the human 
MCH1 receptor is encoded by nucleic acid comprising 
the sequence shown in Figure 1 (Seq. ID No. 1) or 
contained in plasmid pEX J. HR-TL2 31 (ATCC Accession 
No. 2 03197) , and the known human MCH1 receptor 
agonist is MCH or a homolog or analog of MCH. 



A process for preparing a composition which 
comprises identifying a chemical compound which 
specifically binds to and inhibits the activation of 
a human MCH1 receptor, and then admixing a carrier 
and the chemical compound or a structural and 
functional analog or homolog thereof, wherein the 



chemiVral compound is identified as binding to and 
inhibiting activation of the human MCH1 receptor by 
a process which comprises separately contacting 
cells expressing on their cell surface the human 
MCH1 receptor and producing a second messenger 
response upon activation of the human MCH1 receptor, 
wherein such cells do not normally express the human 
MCH1 receptor and the human MCH1 receptor is encoded 
by nucleic acid comprising the sequence shown in 
Figure 1 (Seq. ID No. 1) or contained in plasmid 
pEXJ.HR-TL2bl (ATCC Accession No. 203197), with both 
the chemical compound and a second chemical compound 
known to activate the human MCH1 receptor, and with 
only the second chemical compound, under conditions 
suitable for activation of the human MCH1 receptor, 
and measuring the second messenger response in the 
presence of only the second chemical compound and in 
the presence of both the second chemical compound 
and the chemical compound, a smaller change in the 
second messenger response in the presence of both 
the chemical compound and the second chemical 
compound than i^^fche presence of only the second 
chemical compound U indicating that the chemical 
compound inhibits , activation of the human MCH1 
receptor, whereki/^the second chemical compound is 
MCH or a homolog or analog of MCH. 

The process of claim 163, wherein the second 
messenger response comprises chloride channel 
activation and the change in second messenger 
response is a smaller increase in the level of 
inward chloride current in the presence of both the 
chemical compound and the second chemical compound 
than in the presence of only the second chemical 
compound . 



The process of any of claims 155, 156, 157, 156, 
160, 161, 162, or 163, wherein the cell is an insect 
cell . 



The process tof any of claims 155, 156, 157, 156, 
160, 161, 162, or 163, wherein the cell is a 
mammalian cell. 



The process of c^aim 166, wherein the mammalian cell 
is nonneuronal £Jjn\origin 



The process of clWim 167, wherein the nonneuronal 
cell is a COS - 7 cell, a 293 human embryonic kidney 
cell, a CHO cell, \ NIH-3T3 cell, a mouse Yl cell, 
or a LM(tk-) cell. 



